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PHARMACEUTICAL PARTICULARS

List of exclpionts

Benzatkonlum Chiorids (Preservativa) 0.005% (0.05 mg/mf}
Polyvinyl afoohot 1.4% (14 mg/mi)

Sodium chipride

Sodium citrate, dihydrale

Citrlc acid, monohydrate

Purifiad vzater

Kydtcchlonc acid for
Sodium hydsoxide te adjusi pH

Incompatibilities
Physical and chemical incompatibiliies hava not been obsarved.

Shai iive
Alphagar? has a shelf lile of 36 months in the unopened 5ml container. Use within 28 days afler

{irst opening.

Special precautions for storage
Alphagan” should be sfored ai or below 25°C (77°F).

Nature end contents of container

White low density pofyethylene dropper botites with a 35 microlitrs tip. The cap is either a
conventional screw cap or a Compliance Cap (C-Cap).

Alphagart is available as Smi packs.

Ingtructions for use/handliing
None.

MARKETING AUTHORISATION HOLDER

UK {RELAND

Allergan Limited, Allgrgan Phanmaceuticals (lreland),
Coronation Road, Castiebar Road,

High Wycombe, Co. Mayo,

Buckinghamshire HP12 3SH, [relend,

UK.

MARKETING AUTHORISATION NUMBER

PL 004260088 (UK)

PA 148/64 {ireland)

DATE OF AUTHORISATION/RENEWAL OF AUTHORISATICN
18th March 1997 (UK), 14th November 1997 (ireland)

DATE QF PARTIAL REVISION OF TEXT
November 1997

ACAI140-97

A!Dha an ey {brimonidine tartrate ophihalmic solution) 0.2%

Summary of Product Characteristics

NAME OF THE MEDICINAL PRODUCT
Alphagan®

QUALITATIVE AND QUANTITATIVE COMPOSITION

Brimanidine {artrate 0.2% {2.0 mp/mi)

(equivalent to brimonidine bass 0.13%, 1.3 mg/m})

1 drop of Alphagar® = approximately 35 pi =70 pg brimoniding tarirate

PHARMACEUTICAL FORN
Eye drops, solufion,

CLINICAL PARTICULARS

Therapeutic indications

Alphagan‘ may ba used as mpnotherapy for the lowsring of Intraccular pressure {IOP) in patlents

vith open angle glaucoma or ocular hypertansuon. who are known, of thought likely to ba intolerant

af topical betablocker therapy and/or in whom tapical balabtacker therapy is contraindicated.
Aiphagar® may be used as adjunciive (hesapy when IOP is not adequately controlled by a toplcal
befa-blecking agent,
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The recommended dosa is one dsop of Alphagan® in the atfecled eys(s) lwu:e daily, approximately -

12 hours apan. No dosage adjusiment is required for use In elderly patients.

[f more than ang lopigal ophthaimic dneg is to be used, the diffasent drugs shouid be instilled
5-15 minutes apart.

Alphiagan® has not been studiad in patisnts vith hepalic or 1
‘wamings and speciz! precautions for use.

The salety and effectiveness af Alphagan® in children have not been establisheo.

Contra-indicatlons

Alphagar® is contraindicaled in patients with hypsersensilivily to brimenidina tarirate or any
component of this medication. Alphagan® is alsa contralnidicated In patlenis raceiving moncamine
oxidase (MAO) inhibitor therapy and patienis on antideptessants which affect nomdrenergic
{ransmission {e.g. tricyclic antideprsssants and mianserin).

Spacial warnings and speclal precautions for use
Caution should be exercised in trealing patients with sevese or unstable and unconirolied
cardiovascular disease,

Some (12.7%) patients in clinical trals experlenced an ocular allergic type reaction with Alphagan®

{see Undlesirable effacts lor details). if allerglc reactions are observed, treatment with Alphagan®
should be discortinued.

Alphapan® should be used with caution in pafients with depression, cerebral or coronary
insuificiency, Raynaud's phenomenon, orthostatic hypotenséon or thromboangiftis oblderans,

Alphagan® has not been studied in patients with hapatie or renal impaimmant; caution should be
used in ireating such pafients,

Tha preservative in Alphegan®, benzatkonium chioride, may be absorbed by soft conlac? lenses,
Patlents wesring soft (hydraphilic} contact ienses should be Instructed to wail at least 15 minutes
belore insening soll contact lenses aRer inslilling Alphagan®.

Interaction with other medicaments and other [arms ol inleraction

Although spectiic drug interaction studiss have not been conducted with Alphagan®, the possibifity of
an additive or potentiating effect with CNS depressanis (atcohol, barblturates, opiates, sedatives, or

anaesthelics) should be considared.
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No data on the level of circulating catecholamines afler Alphagan® adminlstration are available.
Cautian, howeyer, Is advised in patients laking medications which can affect the melabalism and
upiaks of circulating amines e.g chlorpromazing, methylphenidate, resarpine.

Afler the apptication of Alphagan®, clinically insignificent dacreases in bfood pressure were noted in
some patignts. Caution is advised when using drugs such as antihypertensives and’er cerdlac
giycosides concomilanily with Alphagan®.

Caution is advised when initiating (o: changing the dose of} a cancomitant systemic agent
(Irrespective of pharmaceutical form) which may interact with a-adrenergic agonists or interfere with
thafr activity {.e. agonists or antagoniais of the adrenszgic recaplor 8.g. (isoprenaline, prazosin).

Pregnancy and lactation

The sefely of use during humen pregnancy has not been established. in animal sudies, brimonidine
tarirate did not causa any taratagenic effects. In rabbits, Grimonidine tartrate, at plasma levels
higher than are achieved during therapy In humans, has been showm to cause Increased
preimpiantation loss and postnatal growth reduction. Alphagan® should be used during pregnancy
only if the potential benefit to the mother outweighs the polen§el risk 1o the {ostus.

Use during {actation
It Is not known if brimonidine Is excreted in human milk.

The compound is excreted in the milk of the lactafing rat. Alphagan® should not be used by women
nursing infants.

Effects on abllity lo drive and use machines
Alphagan® may cause fatigue and‘or drowsiness, which may impair the abllity to drive or operate
machinery.

Undesirable etfects

Ocular effects

The most frequently reporied ocular adverse events {in descending order of incidence) were ocutar
hyperaesmia, acular buming/stinging. blurring, forelgn body sensation, conjunctivel falficles, acular
allergic reactions and ocular pruritus. Some patients axperienced severat of these symptoms and/er
signs which collectively weare considered fo be an ocular allergic reaction. This occuted in 12.7% of
subjects (causing withdrawal in 11.5% of subjacts in clinical irials) and the onss! was betwaen 3
and 9 months in The majorily of pafients. Whare daia are avallable in subjects who withdrew {ram
the studies due to ocular allergic reactions, alf the symptoms resolved without fong term sequeiae
upon discontinuation of therapy.

Ocular events oocurring occasionally included: comeal eroslon/staining, photophobia, eyslid
hyperaemia, ocular ache/pain, ocular dryness, tearing, eyelid oedema, conjunciival oedema,
blephatitis, conjunctival bianching, ocular imitation, abnormal vision, conjunctival discharge and
conjunctivilis.

Systemic effecls
‘The mos! frequently reported sysiemic effects were oral dryness, heedache and fatigue/dzowsiness.

Qccasionat reports Included upper respiratory symploms, dizziness, gastrointestinal symptoms,
asthenia and abnormal taste.

Rarely reported systemic evenis included deprassien, systemic allergic reacfion, nasaf dryness and
pelpitations.

Qverdose
Ophthalmic overdosa:
There is no exgerience with the unlikely case of an overdosage via the ophthalmic route.

Systemic overdose resulting fram accidental ingastion:

No incidences of human ingestica of Alphagan® are known. Oral overdoses of other alpha-2-
agonis®s have been reported 10 cause symptoms such as hypotension, asthenia, vomiling, lethargy,
sedation, bradycardia, arhythmias, miosis, respiratory depression and sefzur

natmm

No clinical signs were abserved at the 2mg base/kg dose level using 0.2% brimonidine tartrate
arally in mice and rats. This dose is squivalent to a total of 15mi of Alphagar® consumed by a .
10 kg chiid.

PHARMACOLOGICAL PROPERTIES

Pharmscodynamic properties
Brimonidine is an aipha-z adrenargic raceptor agonist that 1s 1000-fold more selective for the alpha-2
adrenoceptor than the aipha-1 adrenoraceptor.

This seleclivily results in no mydriasis and the absence of vasaconstriclion In mictovessals
sssociated with human retinal xenografts.

Taplcal administration of brimonidine tariraie decreases intraocular pressure (IOP) in humans with
minimal effec! on cardigvascular or puimonary parameters. Limited data ara available for patients
with bronchial asthma showing no adverse eflects.

Alphagan® has a rapid onset of action, with peak ocular hypotensive effect seen at two hours post-
dosing. In fwa 1 year studies, Alphagan® lowered [OP by mean values of approximately 4-6 mmHg.

Fluorgphotometric studles in animals and humans suggest that brimoniding tarirate has a dual .
mechanism of action. It is thought that Alphagan® may lower IOP by reducing aqueous humour
formafion and enhancing uvaoscleral outflovi.

Pharmacokinelic properfies

Goneral characteristics

Alter ocular administrafion of a 0.2% salution twice daily for 10 days, p'asrna concentrations were
lowr (mean Cmax was 0.06 ng/mi). There was a stight accumulaticn in the blood after multiple

{2 timas daily for 10 days) instiltations. The area under tha plasma concentration-ime curve over
12 hours &t sleady state (AUCO-12h) was 0.31 ng-homt, as compared 1o 0.23 ng-hr/mil after the
first dose. The mean apparent half-fife in the systemic clrculafion was approximately 3 hows in
humans afier topical dosing.

The plasma protein binding of brimonidine after {opical desing in humans is approximataly 29%.

Brimonidina binds revarsibly (o melanin in ocvlar tissues, in vitro and in vivo, Following 2 weeks of
acular instillaffon, the concantrations of brimonidine in iris. ciliary bady and chosoid-retina were 3- 1o
17-todd highar than thoss alter a single dose. Accumulation does not cocur in the absence of
melanin.

The significance of melanin binding in humans is uncleac. However, no significant scular adverss
reaction was found during blomicroscoplc examination of syes in paffents treated with Alphagan® ior
up 10 one ysar, nor vas significant oculas toxiclty found during a one year ocuter salety study in
monkeys given approximaiely four times the racommended dose of brimonidine tartrate.

Following oraf administration to man, brimenidine is well absorbed and rapidly efiminaled. The m
pan of the dose (around 75% of the dose)} was excreted as metabolites in urine within five days; no
unchanged drug was detectad in urine. In vitro studles, using anfmal and human liver, indicats 1hat
the metabollsm is mediated largely by aldshyde gxidase and cytochrome P450. Hence, the
syslemic efimfnation ssems to be primarily hepatic matabolism.

Kinefics prolite:
No great deviation from dose propertionallty for plesma Cmax and AUC was observed folfowing a
single topeal dose of 0.08%, 0.2% and 0.5%.

Characleuislics in pafients

Characteristics in elderly patients:

The Cmax, AUC, and apparent hail-life of brimonidine are similar in the elderly (subjects 65 years
or older) after a single dose compared with young adulls, indicaling that its systemic absorplion and
elimination are not atfacied by age.

Based an data from a 3 month clinical siudy, which included eldery patients, systemic exposure to
brimonidine was very low.



